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Changes during the 2-year extension period (Months 36 to 60):

During Years 4 and 5, the 5- and 10-mg groups experienced significant increases
of 0.97 (p<0.010), and 0.94 (p=0.010) percent in lumbar spine BMD, respectively.
The placebo/10-mg group had an increase of 6.36% (p<0.001). The 0.26%
increase in the 20-/5-mg group was not significant. The increase in lumbar spine

BMD observed in the 10-mg group was not significantly different from the
increases in the 5- and 20-/5-mg groups.

The data are summarized in the table below:

Alendronate Mean (Observed) Percent Change Fram Monih 36 Pairwise Comparison

Treatment n Month 36 Month 60 Mcan SD' | Adjusied Mean [ 95% Inierval Sop 10mpg
Placebo/ 10 mg 269 0718 | 080 6.36%* 1°534 641 (584,697
Smg 130 0.79 0.79 097** {411 098 (0.19,1.76) .
10mg 147 0.81 0.82 094** 1373 1.04 (031, 1.78) 0.902 A
VS mp 131 0.81 0.8) 0.26 3.67 0.34 {045, 1.12) 0.246 0.187
%44 Withinareximent p-value: <0.010 and SO.001, reapectively.
Teestmont-by -protocol interiction pvales: 0.251.
Povled SD: 4.42,
Overall pvalue; 0,001,
Mean diftercace 10 me relstive (o § me: 0.03. 9% CE -1.070 1m.

Per-protocol results were similar to the intention-to-treat analyses and are
presented by the sponsor in Appendices [4.30.1; 4.30.2]. Summaries of percent

change from Month 24 at Month 60 in BMD and BMC are in Appendices [4.10.1;
4.10.6], respectively.

The results of BMD analyses performed on individual studies (035-10 and 037-
10) were essentially the same for the changes over 5 years. For Protocol 035-1 0:

APPEARS THIS WAY ON ORIGINAL

28




e

BEST POSSIBLE COPY

Mean Percent Change (+8E) in Lumbar Spine BMD
(Intention-to-Treat Approach)

(Protocol 035-10)
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The data are summarized in the table below. For the % change from baseline to
Month 60:

Analysis of Percent Change in Lumbar Spine BMD From Bascline at Moath 60

(Intention-to-Trear Approach)
(Provocol 035-10)
Alendronate Mean (Observed) Percent Change From Baseline Pairwise Comnparison

Treatment n Baseline Month 60 Mean SO § Adjusied Mean [ TSD Inierval Smg 10 myp
Placeba/10 myg A bl 075 0.79 S45% a7 5.16 (450, 5.82)
Smg 63 073 0.78 6.67*%¢ | 4.4 648 (5.55, 7.36) .
10 mg 68 0.75 082 10.01%4# | 533 9.88 (9.01,10.75) | <0.001 .
208 ma 57 0.74 0.81 9.11%¢* | §93 8.85 (7.90..9.80) [ 0.0n 0.264
hidd Wlllln-mm p-nl.:- 20.001. -
Toe p-raive: 0458
Pooled 51) ok
Ovenll p-value; «0.001;
Mean difterence 10 my nelative 1o $ mp: 3,34, 5% CE 1.5010 509,

Data Source: [4.37.3; 4.37.6]

For the % change in BMD from Month 36 to Month 60 in this study, the 10-mg
group missed statistical sngmf cance
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Analysis of Percent Change in Lumbsr Spine BMD Froen Manih 36 to Month 60
(Intention4o. Treay Approach)
(Protocol 035-10)

Alendronsic Mean (Observed) Percent Change From Month 36 Pairwise Comparison
Treatment n Maonth 36 Month &0 Mcan SD- | Adjusted Mean | 95% Inierval Sm 10 mg
Placebo/ 10 mg 131 0.74 0.79 6.00%** | 484 5.87 (5.14,660)
Smp 065 0.77 0.78 126%* 1 371 .11 (009, 2.12) N
10 mg 70 082 0382 0.62 388 0.53 -0.44, 1.51) 0418 :
2045 mg S8 0.80 0.81 0.62 3.93 0.61 (0.47. 1.68) 0.500 0.920
*9,44* Within-resancet p-valse: <0.010 wng =0.001. respectively.
Ti bry-center ion p-vatue: 0,747,
Poolad SD: 4.0,
Oviral) povalue: <0001 ;
Mean differcnce 10 mg relative o 5 me: 064 95% CL: 203 410,76
\M

Similar results obtain from individual analysis of Protocol 037-10, as shown in the
figure below:

Analysis of Percent Change in Lumbar Spine BMD From Baseline at Month 60
(Intention-to-Trear Approach)
(Prosocol 037-1t)
Alendronate Mean (Observed) Percent Change From Baseline Pairwise Crunparison

Treatment n Baseline Maonth 60 Mean S0 | Adjusted Mean | 1SD Interval Smeg 10 my
Plicebo/ 10 mg 130 0.76 0.81 6.55%% | 649 6.74 (592 7.56)
Smg 60 0.76 0.80 6.03%%% | 548 6.15 4.96, - 7.34) R
10 myp 74 08 0.81 B.B2eee [ 503 891 (1.84, 998 | 0016 s .
208 mp 63 0.75 0.81 9.12%%% | 846 9.07 (293.10.20) | 0013 0.885
+** Within-wreatinent p-valee: <0001,
Treatmeni-by-conter interaction prysiue; 0924,
Pooled SD: 6.49.
Oversll p-rukoe: 0011, R TR L
Moan difference 10 me relatve 1 § me: 2.79. 95%. O 0.57 1 S.00.

For the changes from Months 36 to 60:
Analysis of Percent Change in Lumbar Spine BMD From Month 36 to Month 60

(ntention-o-Treat Approach)
(Protocol 037-10)
Alendronare Mean (Observed) Percent Chunge From Month 36 Pairwise Comparison

Treament n Month 36 Month 60 Mean SD | Adjusied Mean | 95% Interval S mg 10 mg
Placebo/10 mg 138 0.76 0.80 670> | .78 6.87 {6.05,7.70) . .
S5my 65 0.80 0.80 0.68 449 081 (036, 1.98) . K
10 mg 77 0.80 0.81 1.23%¢ 13358 1.49 (042.2.57) 0.390 .
2045 mp 73 081 0.81 0.02 345 0.12 (098, 1.22) 0.390 0.07%
S¥,** Within-treauncas p-vales; $0.010 and D001, respectively.
Treatmont-by-conter imicriction pvakoe: 0793
Pooled SD: 4.9,
Overall p-value: Q003
Mexn diffaninee 10 mg redsiive (] g 0.56 95% CY: 100w 2.41;
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Comments: Here, the 10-mg group, but not the 5-mg group, achieved
statistical significance in BMD increases during the extension period.
Again, pairwise comparisons showed no statistical differences between the
responses of the 10- and 5-mg groups during this 2-year period. Thus the
pooled data demonstrated that each of the two groups increased BMD
during the 2-year extension, but that the differences between the two
groups in this respect were not statistically significant. When the data were
analyzed for each protocol separately, in one the 5-mg group achieved a
statistically significant increase over the 2-year period, and in the other the
10-mg group achieved this increase. In no analysis was there any
difference between the two groups in responses in (%) BMD over this
period. '

In any case, all three analyses (pooled, and each protocol separately)

clearly show that spinal BMD increased significantly over the 5 years of the
study and that the differences between the 5-mg and 10-mg groups were
significant throughout this time period. -

Further comments: In studies of this type it is important to define the
percent of patients who responded to treatment. One cannot define this
number precisely, but it is usually possible to determine the number (or %)
of patients who achieved a given response or greater. The sponsor
performed this analysis, and the data, displayed below, demonstrate that
only 16% of patients treated with 10 mg alendronate failed to achieve an
increase of 4% in BMD, or greater. Compared with the other three treatment
groups (placebo/10-, 5-, and 20-/5-mg), the alendronate 1 0-mg group
consistently had a higher percent of patient exceeding each threshold
response level.

Perceni Change in Lumbar Spine BMD From Bascline 1o Moath 60

(Intention-to-Treat Approach)
(Pooled 0384037)
Alendronale Percent of Patients Having BMD Chanpe Exceeding
Treatinent n -2% -1% o% 1% 2% 3% 4% 5% 6% % 8% 9%

Placebo/10 mg | - 257 949 922 | 887 86.0 786 1 N6 66.5 549 |40 358 28.0 19.8
Smg 123 935 919 | 0.2 82.9 789 1748 65.0 610 | 51.2 “.7 358 30.9
10mg 142 9.3 986 | 972 937 923 } 830 838 46 |67 64.1 51.0 472
20/5 mp 122 975 975 | 943 94.3 877 | 836 779 713 | 67.2 639 54.9 459

A graphic illustration of these data is given below:
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Percent of Patients With 60-Month Change in Lumbar Spine BMD
Exceeding Thresholds Ranging -2 to 9%
(Intention-to-Treat Approach)

(Pooled 035/037)
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Data Source: [4.37.5; 4.37.6)

Femoral Neck BMD:

Qualitatively similar results were obtained for analysis of BMD changes at the
femoral neck. Within each of the 4 treatment groups, patients showed a
significant (p<0.001) increase in femoral neck BMD from baseline to Month 60.
The mean increases were 1.9, 2.5, 4.8, and 4.0% in the placebo/1 0-, 5-, 10-,
and 20-/5-mg groups, respectively. The increase in the 10-mg group was
significantly greater (p=0.004) than that observed in the 5-mg group.

Femoral neck BMD in the placebo/10-mg group decreased during the first 3
years of treatment with placebo, then sharply increased during Year 4, and
continued to increase during Year 5 with alendronate treatment. There was an
increase of 0.5 and 0.3% from Month 36 to Month 60 in the 10- and 20-/5-mg
groups; however, these increases were not significant. The 5-mg alendronate
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group experienced a decrease of -0.5% from Months 36 to 60, which was
not significant. The percent changes from Months 36 to 60 in the alendronate 10-
and 5-mg groups were not significantly different.

The per-protocol results differ from the intention-to-treat results for the Months
36-60 analysis: there was a significant-(p<0.050) decrease in mean percent
change in femoral neck BMD (-0.82%) in the 5-mg group during Years 4 and 5.
Per-protocol results for analysis of change over 5 years coincide with intention-
to-treat results.

For pooled data, the mean % changes in femoral neck BMD in the 4 treatment
groups is shown in the figure below:

Mean Percent Change (+SE) in Femoral Neck BMD
(Intention-to-Treat Approach)
(Pooled 035/037)

MEAN PERCENT CHANQE

PLACEBOM® NG |
o MG ]
o MG
na ]

Data Source: [4.375; 437.6)

BAPPEARS THIS WAY ON ORIGINAL
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A summary of the statistical analysis of data for the 5-year period is given in the
table below:

Analysis of ereent Change in Femoral Neck BMD From Baseline ar Month 60

(Intention-to-Treat Approach)
(Poolked 0350037)
Alendronate Muan (Observed) Percent Change Fromt Baseline Pairwise Conmparison

Treatment n Baseline | Month 60 Mean SD Adjusted Mean LS Interval Smg 10 mg
Placebo/10mg | 227 0.66 0.67 1,92+ 16,12 2.16 (1.60.2.73)
Smg 113 0.65 0.67 2519 | 507 274 (1.96, 31.52) .
10mg 122 0.63 0.66 4779 | 1627 4.95 (420,570) | 0.004 .
2045 me 119 (.65 0.68 3.979%% | 564 3.9 (3.20.472) | 0119 0.193

>+ Within-weatmsi p-vahue: SO001.

Treatment-by-protocol interaction pvalue: 0323,

Pooled SD: 887,

Ovenall p-value: <0001

Mcon difference 10 i relaitve 16 § me 227 95% C1: Q.76 3.77.

Pooled data for the interval, 36-60 months are shown below:

Analysis of Percent Chan_gc in Femaoral Neck BMID From Month 36 to Month 60

(Intention-to-Treat Ap
(Poolod 035/037)
Alendronage Mean (Observed) Percent Change From Month 36 Pairwise Comparison
Treatment [ Month 36 | Month60 | Mean SIY. 1 Adjustad Mesin 95% Cl1 S mg 10 e
Placehao/ 10 mg 253 0.65 0.67 3030 530 i (2.49,3.76)
5mg 128 0.67 0.67 .45 402 025 (-1.12, 061 .
10 mg 142 0.67 0.67 045 473 054 (0.27.1.36) | 0.179 .
20/5 me 128 0.68 0.68 0.32 5.28 0.50 -0.37.1.30 | 0.215 0.943
4% Within-trearment p-vatue: <U.001.
Treatment-by-protcol isteraction p-valuc: 0.801.
Pooded SI: 4 53,
Orverall povalue: <0001,
Mean difference (0 me relative i § me 0.91. 93% CT: 028510 2.06.

Individual analyses of each protocol showed no significant differences from
results obtained from analysis of pooled data.

Per protocol results of analysis of the 5-year data were essentially the same as
those from the ITT analysis. However, per protocol results for Months 36-60
differed from the ITT results: there was a significant (p<0.05) decrease in mean
% change in femoral neck BMD, in the 5-mg group, of —-0.82%

A response analysis showed that the percent of patients who experienced a
positive (i.e., >0%) percent change in femoral neck BMD from baseline at Month
60 was 62.1, 67.3, 82.8, and 75.6% in the placebo/10-, 5-, 10-, and 20-/5-mg
groups, respectively. These data are summarized below:
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Percent Change in Femoral Neck BMD From Baseline to Month 60
(Intemion-to-Treat Approach)
{Pooted 035/037)

Alendronate Percent of Patients Having HM)) Change Exceeding
Treatment n 2% ~1% 0% 1% 2% 3% 4% 5% 6% 7% 8% 9%
Placcho/ 10 mg 27 |1 149 | 696 62.1 558 445 357 113 2381203 14.5 1.5 10.1
S mg 113 | 7188 74.3 67.3 61.9 540 451 398 319 248 19.5 16.8 14.2
t0mg 122 1 910 { 902 828 754 63.9 63.1 54.1 434 34.4 270 21 16.4
20/5 mg 119 | 882 | 818 75.6 733 65.5 57.1 46.2 37.8 31.1 269 2).8 16.8

These responder data are represented graphically in the sponsor's figure below:

Percent of Patients With 60-Month Change in Femorid Neck BMD
Exceeding Thresholds Ranging -2 10 9%
(Intention-to-Treat Approach)

(Pooled 035/037)
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Data Source: [4.37.5; 4.37.6}

Trochanter BMD:

At the trochanter, between baseline and Month 60, all doses of alendronate were
associated with significant increases (p=<0.001) in trochanter BMD. Mean
increases of 3.8, 5.0, 9.1, and 7.2% were seen in the placebo/10-, 5-, 10-, and
20-/5-mg groups, respectively. At the end of Year 5, the increase in the 10-mg
group was significantly greater than that of the 5-mg group (p<0.001).

Data (pooled) for the 5-year period are shown_jnthe graph below:
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Mean Percent Change (+SE) in Trochanter BMD
(Intention-to-Treat Approach)
(Pooled 0353/037)
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As seen in this figure, trochanter BMD in the placebo/10-mg group slowly
decreased during the first 3 years, then sharply increased during the fourth
year, and changed moderately during the fifth year. There was a significant
increase of 4.3 and 0.9% in the placebo/10-mg (p<0.001) and 10-mg (p<0.050)
treatment groups, respectively, from Months 36 to 60. In the alendronate 5- and

20-/5-mg groups, there were decreases from Month 36 at Month 60 that were not
statistically significant.

At all time points, per-protocol results were similar to the intention-to-treat re
APPEARS THIS WAY ON ORIGINAL

A summary of the statistical analysis of these data is presented in the table
below:

APPEARS THIS WAY ON ORIGINAL
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Analysis of Percent Change in Trochanter BMD From Baseline at Month 60
(Intention-to-Treat Approach)

(Pooled 0350037)
Alendronate Mean (Obscrved) Percent Chanpe From Bascling Pairwise Comparison
Treatment n Bascline Month 60 Mum SB - [Adjusted Mesml USD Interval S myg 10 my
Placebw/ 10 mg 24 0.57 0.59 3.84%+ | 698 4.09 G41,477)
Smg 112 0.56 0.58 501+ | 8138 514 (4.20. 6.08) .
10mg 121 0.55 0.60 909**Y | 638 213 (8.23,10.03) |<0.001 .
2065 mp 117 0.55 0.59 T 19%* 1 7209 6.93 (601, 7.84) | 0.057 0.017
*** Within-treatmens p-value: <0.001.
T by-protocol inteeactive pvalue: 0.779,
Poaled SD:- 7.01;
Overalt povatie: <0001,
Mean dilterence 10 me relative tn & me' 4.08. 9% Cl 22710 §.89

Data Source: [4.32.5; 4,37.6)

As shown in the table below, there was a small, statistically non-significant
decrease in BMD in the 5-mg treatment group from Months 36-60, but a
significant increase in the 1 0-mg group during this interval. The difference in
response between the 5- and 10-mg groups was statistically significant.

Analysis of Percent Change in Trochanter BMD From Month 36 1o Month 60
)

(Intention-to-Treat Ap
(Poolxd 0152037)
Alendronae Meun (Observed) Pereent Change From Month 36 Pairwisc Comparison
Treatment n Month 36 | Month 60 Meun Sb Adjusted Mean 95% Cl Sm, 10 mg

Placebo/ 10 mg A9 0.57 0.59 4.28%ee [ 5140 467 (399, 5.33)

S mg 126 059 0.58 .46 630 0.17 (-1.08,0.74) | . . .
10mg 142 0.60 0.60 0.88* 439 1.12 (0.26, 1.98) | 0.040 . -
2048 mp 127 .59 _0.59 )56 475 -0.23 (-1.24.058) | 0.7 0.0
*.%** Within-trestmen p-value: S0.050 and SD.00L, eespectively. :

. |Treasmmen by-protoco! inkeraction value: 0.987.
Poolert SD: 5,06,
+ 1,33, 98% CI: 0.12 10 2.5,

Dats Source; [4.37.5: 4.37.6)

The percent of patients with a positive (>0%) change in trochanter BMD from
baseline to Month 60 was 75.4,75.0, 95.0, and 86.3% in the placebo/10-, 5-, 10-,
and 20-/5-mg groups, respectively. The data for response rate as a percent of
change are presented below:
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Percent of Patients With 60-Month Change in Trichanter BMD
Exceading Thresholds Ranging -2 1o 9%:
(Intention-to-Treat Approach)

(Pooled 035/037)
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Total body BMD:

During the five-year period, all four treatment groups had significant increases in
total body BMD over baseline. The increases were: 0.5 (p<0.050), 1.0 (p<0.010),
2.2 (p<0.001), and 2.3% (p<0.001 ) for the placebo/10-, 5-, 10-, and 20-/5-mg
groups, respectively.

The increase in BMD in the 10-mg group was significantly (p<0.001) higher than
in the 5-mg group.

During the two-year extension period, the 5-, 10, and 20-/5-mg treatment groups
experienced statistically nonsignificant changes in BMD (-0.02, 0.19, and —
0.19%, respectively). During the fifth year, all 4 treatment groups showed a
numerical decrease in total body BMD that was not statistically significant.
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Per-protocol results of the between group analyses were similar to the [TT
results. There was no significant treatment-by-protoco! interaction.

The mean percent change in total body BMD in the 4 treatment groups over the
60-month period is represented in the following figure:

Meun Perceat Change (£SE) in Total Body BMD
(Intention-to-Treat Approach)

{Pooled 035/037)
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Dats Source; [4.375: 4.37.6)

Analysis of percent change in total body BMD from baseline to month 60 is
displayed in the table below:

AnalyﬁsofhmdmngeinTadBodyBNm[‘mbine at Month 60

(Intcation-to-Treat Approach)
(Pooled 035/037)
Alendronate Mean (Observed) Percent Change From Baseline Pairwisec Comparison
Treatment n Bascline | Month 60 |~ Mean SD Adjusted Mean | LSD Interval | 5 me 10'mg
lacebo/10 mg | 158 0.95 095 0.45* 229 0.68 041,095 '
5 mg 82 093 094 1.02** 2.82 117 O3, 154) | .
10 mg 94 0.94 0.96 2.24%* | 218 237 .04, 2.71) |<0.001 .
[20/5 mp 86 0.93 0.95 2.32%en [ 200 2.26 {191,261 | 0.003 0.735
"\ %% 0% Wilkin-treatment pvatoe: SO0S0, U010, SU.00L, nrispectively. .
Trestment-by-prowcol inkeeaction prvalse: 0796
Pooled SD: 228,
Overall p-vaine: <(1001.
LMean difierencs 10 my relative to S me: 1.22. 95% CT: 054 10 1,00

Data Source: [4.37.5; 4.37.6)

Analysis of data for the Month 36-60 interval is shown in the table below:
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Analysis of Percent Change in Towl Body BMD From Month 36 w Moath 60
: -+ (ntention-to-Treal Approuch)

(Pooled 0350037)
Alendronare Mean (Observed) _Percent Change From Month 36 Pairwise Comparison

Treatment o Month 36 | Month 60 Mean S | Adjusted Mean 95% C1 S mp 10 mg
Placebo/10 mg 17 094 09s L50*s* | 214 1.40 (L11, 1.68)
5 mg 86 0.94 0.%4 .02 1.75 <0.02 {042, 0.38) .
10 mg 103 096 096 0.19 192 0.16 (<0.20,0.53) 0479 :
2075 mg 94 0.9% 0.95 -0.19 1.88 0,26 (-0.64.0.12) 0.354 (L.089
= Wishin-rrestmens pevidue: 0,001
Treatient-by-prowocol interaction pvatoe: 0,594,
Pooied ST, - 1,24, LU
jOveralt povalue: <0001, '

Jean diffarence 10 m» relative o 5 ms: 0.21. 93% C1:-0.28 to 0.71.

Dats Soarce: [4.37.5; 4.37.6)

Comments: The small declines in total body BMD seen in the 5-mg and
20/5-mg groups during the two-year extension were not statistically
significant.

One-Third Forearm (Radius + Ulna) BMD:

Comment: As mentioned above, this proximal forearm site is made up of
>856% cortical bone and is the only such bone site that is measured in this
study. This measurement gives some insight into the effects of alendronate
on non-weight-bearing cortical bone.

At this site, the increases in bone were not as great in magnitude over the 60-
month period, and one group (placebo/1 Omg) lost bone over this time period.

As shown in the figure and two tables below, there was a significant decrease of
-1.8% in one-third forearm BMD at Month 60, compared to baseline, in the
placebo/10-mg group (p<0.001 ). As expected, the mean BMD in this group fell
steadily during the first 36 months. This trend was reversed following the
introduction of alendronate at this time, and the BMD in this group rose by
0.56%(p<0.050) during the two-year extension. However, the BMD in this group
remained well below baseline, and the final mean was -1.8%.

In both the 10- and 20/5-mg groups there was a significant increase

(p<0.050) of 0.9% at Month 60, compared to baseline. The 0.1% increase
observed in the 5-mg treatment group was not statistically significant. The BMD
rose from Months 36 to 60 in the 5-, 10-, and 20-/5-mg groups (by 0.3, 0.6, and
0.03%, respectively); however, these increases were not significant.

There was no treatment-by-protocol interaction, and the results of the per-
protocol analysis were similar to those for the ITT approach.
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Mean Percent Change (2SE) One-Third Distal Forcarm (Radius + Ulna) BMD

(Intention-10-Treat Approach)

(Pooled 035/037)
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Analysis of the 60-month data:

Amlysisd!‘crmmChmgemeBmclimsthﬁOinOne-mrd Forearm (Radius+Ulna) BMD

(Intention-to- Treat
(Pooled 015/037)

Alendronate Mean (Observed) Percent Change Froin Baseline Pairwise Comparison

Treatment n_ | Bascline | Month 60 Mean SD Adjusted Mean | LSD Interval | § mg 10:mg
Placcho/10 mg- 1133 0355 054 ~1.B2%*= | 345 -2.13 (-2.55.-1.70)
15 mg n 0.54 054 0.14 347 024 (-081,0.32) .
10mg 3 0.54 054 0.85* aas 0.65 (0.10,1.21) | 0.106 .
[20v'S mg 70 0.53 054 0.92¢ 3.26 0.74 (0.18. 1.30) | 0.080 0.879

V" Wihin-tresrmem pvatue:. SO0, $0.001, respectively.
Analysis of the one-third forearm BMD data from 36-60 months:
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Analysis of Pervens Chunge From Month 36 1 Month 60) in One-Third Farearm (Radius+Ulna) BMD
! L Untention-1o-Treat Approach) :

(Pooled 035/037)
Alendronate Mean (Observed) Percent Change From Month 36 Pairwise Comparison
Treatment n Month 36 1 Momth 60| Mean SD- | Adjusied Mean 95% 1 S mp 10 mg
[PscebovtOmg | 151 0.54 0.54 0.56% | 318 0.32 -0.11,0.76)
5 my Bl 0.54 0.54 0.28 248 0.09 (-0.49,0.67)
10mg R 055 0.55 0.55 296 042 (<017, 1.O0)
2045 mp 75 0.54 0.54 0.03 2.83 0.11 {-0.49, 0.70)

T
Pooled SD:- 257,

* Within-treatment p-vatoe: <0.080.
Teatment-by-prodooal i

bteraction p-vatuc: (1045

Overall p-valee: 0.806,
Maan difference 10 ;e lstve 10§ wie: 096 95% CT- 40 .54 1.07.

BMD data from other secondary sites:

Data from assessments at other secondary anatomic sites (Ward’s triangle, ultra-

distal forearm, and total hip) are presented in the A
representations of these data are presented below:
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MEAN PERCENT CHANGE
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APPENDIX 4.14

4.14.1: Alendronate Phase [II Osteopenia Bone Density Study (Pooled 035/037)

Ward's BMD

Mean Percent Change *SE of the Mean
- “Inténtion-io-Treat™ Approach
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